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Sin 

I, JONATHAN D. BLOOM, declares and says that: 

1 . 1 am one of the inventors, of flie siibject matter described and claimed in 
the above-identified qjplication. I am femiliarwth the prosecutitm history of Ac present 
application, including the current rejection of ddms 11-14, 17 and 18 mider 35 U-S.C. | 
103(a) as allegedly being unpatentable ovw Bierer et aJ, (U,S. 5,741,926) ("Bierer^. 

2. In my opinion, Foimnla HI of Bieier defines a broad genus that provides 
for numerous possible substituents at po^ons 2, 3, 4. 5, and 6 of the phenyl ring (Ri-Rs, 
respectively). The disclosure of Bierer fails to reco^iize the important notable features of 
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thepresentiiwentkm. My opimcm is based lijKm both a thorough reading o^^^ 
generd knowledge of &e art at Ihe thne the iiivendon 

3. In particular, Biexer does not teach having the W/Y substitQent shown in 
claims 11 and 17 of the present invention at the ortho poriticm (position 2). Nor does 
Bieier teach limiting the possible substituents at that position to COOH or 5-tetiazolyL 

4. I requested the perfbnnanceofthe experiments yielding the data 

presented in Table 1 below. 
TABLE 1 



Cpmppund 


TC«> for HCV Polvmerase 




1.6 |iM 




>33iJM 




>29|iM 




>31ijM 
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5, ihe data piesented in Table 1 demonstrate that bothihe choice of 
substitaent. as wett as its placement in the ord» position, unexpectedly affect activity 
against HCV polymerase. Specifically, pladng a COOH group at the ortho position 
provides unexpectedly superior activity as compared to both the meta and para positions. 

6. In conclusion, it is my opinion that Bioer et al. (U.S, 5,741.926) does 
not make the picsent invention obvious such that a review of Bierer would motivate one 
skilled in tiie art to formulate the dauned compounds and pharmaceutical compositions 
ihereofl 

I declare ftufher that aU statements made herein of my own knowledge are 
true, and that all statements made on information and beUef are beUeved to be true; and 
ftether, that fliese statements were made with the knowledge that willful false statemeute 
and the like so made are punishable by fine or imprisonment, or botii, under Section 1001 
of Titie 18 of die United States Code and that such wiUfiil felse statements may jeopardize 
the validity of the application or ai^ potent issuing tiieieon. 

Subscribed this 1 Itfa day of May, 2007. 



JONMH/fl? D. BLOOM. PhJ). 
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